Summary. The In the presence of micromolar concentrations of trifluoperazine and pimozide, two potent inactivators of calmodulin, LH-stimulated cAMP production was markedly decreased. Reactivation was obtained by adding exogenous calmodulin to the assay medium.
homogenates and that a minimal concentration of Ca 2+ was required to activate it.
In the presence of micromolar concentrations of trifluoperazine and pimozide, two potent inactivators of calmodulin, LH-stimulated cAMP production was markedly decreased. Reactivation was obtained by adding exogenous calmodulin to the assay medium.
The addition of Ca 2+ -free exogenous calmodulin (10-6 M) caused a specific and significant enhancement of cAMP accumulation induced by an optimal dose of LH. These results suggest that calcium ions regulated the adenylate cyclase activity in the rat ovaries and had a dual effect that was first stimulatory at low concentration and mediated by calmodulin and then inhibitory at high (non-physiological) concentration.
Introduction.
In many hormonally regulated systems in which cAMP has been implicated as a second messenger, Ca ++ ions appear to play an important role in the modulation of hormonal stimulus and cellular response, Calmodulin an ubiquitous Ca + + -binding protein, is believed to mediate many intracellular calcium activities in a variety of cells. Several calmodulin-sensitive forms of adenylate cyclase have been described in different tissues. In the case of the gonads, for instance, it was reported that the basal adenylate cyclase activity of hamster ovary cell membranes was inhibited by low concentrations of calmodulin (Evain et al., 1979) . From recent studies carried out on pig granulosa cells, Veldhuis and Klase (1982a) Material. -A highly purified (2 x LH-NIH S11) preparation of ovine LH was prepared in our laboratory (Jutisz and Courte, 1968) . Ovine FSH was kindly provided by NIADDK, NIH (20 x FSH-NIH S1). Ca + + -saturated bovine brain calmodulin was supplied by Fluka (Switzerland). In some experiments Ca ++ -free calmodulin, prepared by dialysis of the commercial sample against 1 mM ethyleneglycol-bis (,6-aminoethyl ether) The involvement of Ca + + in gonadal steroidogenesis has been studied by several authors who have shown that this cation is involved in two steps of the steroidogenic pathway : cAMP accumulation and steroid biosynthesis. Veldhuis and Klase (1982a, b) reported that Ca ++ + deprivation impaired the stimulation of cAMP production by LH in isolated granulosa cells. Lahav et al. (1983) 
